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(54) Title: DRUG OR COSMETIC 



l/i (57) Abstract: It is intended to provide a drug or a cosmetic which inhibits sclerotic lesions causing apoptosis, denaturation, fibrosis 
OO and contraction and thus selectively restores and regenerates these lesions, characterized by containing a compound preferentially 
increasing regeneration -promoting macrophages, and a method of screening a compound preferentially increasing regeneration-pro- 
meting macrophages. Because of lesion-selectively inducing regeneration-promoting immunocompetent cells into an organ with 
^5 tissue injury, the above-described drug or cosmetic contributes to lesion-selective restoration and regeneration and, therefore, is use- 
ful in treating kidney lesion, pancreas lesion and skin lesion. 

o (57) mm: m±i&mm^^ayr-i^^smzmiB^i^^it^^^^m'r^zt^^Wit^i>77H\---iy:^^. ^ 
1^ mm&is^xf&mm^izmmvibho 



wo 2004/024185 ^^HT/JP2003/011600 



m m m 

m^^m,ii\^x\t.. m^^(DMrnn:mz^^^jkmm<Dmm$.Eifimiibn 

\z^y)m^nm^mm.t^^m. ^"^^m.mm.^mm^mo^mKmz^vx 
\i^'^ms9mmmz^rimm(Du^^m^^mt.nmmmfit^-^nx\^^^ ^tc. 

m,mw^mmm.±-r^\z\t.^'ox\^^-f3ii^>^o 



wo 2004/024185 
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5 mz^^mmmumnff^f3i-^tix\^^^^f^-v$>^o mmzMvxmisimzmm. 
n&^mmi^. ^mizt>r:iK>mm-^mt'r^mm\t^rc^^vx^^^\^^o 

bTiiSd^^^snxv^^o Tdt^iit. ^m$}mmm(Dm^mum^\z^\^^ 

X. ^^uyT—i^'fy^fSi^<^t^<Dmun^\zm'^^^-:D;i^:fyi^\^-^riX^^^ 
10 (Cell Tissue Res., vol. 306: p. 239-250, 2001)o ^fc. 

T, ManuelaGhielli M-\^W^^ii>^<DmU7SimizWmm'^<Dn^\zBsk 

nommiimm-^n^^izi}^^. mjkm^f3:/u^f)^(Dm^^^'DX\^^^z:t^ 

^l^L-TV^^ (Renal Failure, 1996, vol.18, p. 355-375)„ UyO^b, -^OWM 

15 :^mMm\t. m^mm^(Dmn^mmzmm.mmm(DT^nyr-z^jLyx. 
^om^. "^ti^tKDmmz-mx^wRmzm^o^mn (^<b) ffl^tc^ 

^mimzm^m.mT^it^miim^'r^z.L^^vr^ (woo 1/7273 
20 0)0 

*fc, M Schaffer iE>\t. WiMmmm^mmm.'^^)V=7 y V\Z^\^^X. -(>^ 

:iiuy t.TT>i¥ <DmmnmwfiT^mt.is.^x\^^^z.h^m^vx^y) 0. 

Surg. Res., 2002, vol. 107:93-100), •^^\Z. VK Rumella e>^i, ^itt'Kit&^t 

25 Ti^¥ffi^^^^(Dn^-'^ym±^mu-r^z.L^mm\^x\,^^ (piast. 

Reconstr. Surg. , 2001, vol.108: 719-733)o <L(Dii'D\z. ^Jtt^V^Tfe, 



wo 2004/024185 
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:$^^m\t. w^mmmmizMi^xmmm^mfsin^^mm^^mmmm^m 
miymmmi^m\zmmtn^^hr:i^r^t\z^^m^mm^m<D=i^m^rc\t 

ummmTv>/mtn^i^mm'^^uyr-z^^mm'r^z.^iiz^^x. m 
mmisimzmmmm^^\^mc:-rmmmmm'^^ u yr->^(DM^iimm^i(^ 
§!ibT33^h->'7.5E. ^fe. mmittmmizm^jm^m.±v. mm(Dmut 

:$i^m(Dm<D^m\t. mmM^(D^mmm}it^n^miRm\zmm^mzmm-r 
mmT u y/m^m^m^mzmm-r^ih-^mo^T.^ u -->i7*;^fe^^#^t- 

:^mM(D'^^izm(Dmmu. mmm&comMmmizMvx. ^^m^^^^^ 



wo 2004/024185 ^^T/JP2003/011600 

4 

10 yu-^-z^—^mm^^iz-Di^^xmrniyrco ^©^m, mmiiim^^^n^t 

e>TtVi'5mVi5&Wcj:Vi^^§#;feo ^r)Mi^m\z\t. CDiib + CD2+v 

^ ay 7-i^\twmo:)^mi^m^(DW^tn^\zm^v. cd 1 1 b-cD2 + 
'r^t2y7-i^:fymm.<D^m'^ . mnm^ommtn^izm-^-r^ti^^'DmM. 

CD2-CD4+TU >/'^^-^m^mm'^<Dmm(Dmu tn^\zm-¥hx^^^t 

Misim\zmm-t^t.\^>^^B&ou^M^^^<Dpm^^'^-^x^^z.t^^M.vr!io 

xnmm^^mir^m.m^mM.vrco 
'^^^m<Dmxm^r:L^o\z. ^mm^\t. -tt^woo 1/72730 



wo 2004/024185 
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^^Lfe. -rxizm^rc^^iz. j^mMmmm(Dmiimmiz:i^\^^x. -O'^- 

^mU-t^^htim^nx^^^ (VKRumella e>, Plast. Reconstr. Surg. , 2001. 
vol.108: 719-733), 
«9IB^Bi:±IB VKRumella e»©iB^5&^^. '^^m^m^\Z^vy^mmMrtL 

^m<D^!^mmz^n^m^mn\z\x. -r y^—y:xuuy(DM^m^\z^'ox 

izmi^^m^mntj^moMikmwz^vf^m^Mffiz}^. tn f (om^^m 
iz^'Dxmm-^n^mmmmm'^^uyT-z^-fym-^vxi^^^tmx&n^o 
^vx. m^mn(Dmm^mcx$>tLit. m^o^mm-n^mmhrn-x^^ 
z.t. •rrjif:>t>. w^Mi^m^t^m(Dm]km^hx\tm—(DmU'n^mm 
f)mmv. -':^x. wm-m"^ ' mmmmt^m(DMi^mmhx\m-(Dmm. ' 
n^mm-fymmvxi^^^ ^ tfj^+^^iz^x^n^o 

m\z:^n^m^(Dm^\z\t^m^m^t!^m'^ • mmmm^n^tuzmjt^-r^ 

"^tz.. mm\z^n'im-^-^Td(mmm • mmmmzmm-^t^^mmmmm 
^ ny r---jon^'^n.^-^^\\^'^m-^mmmmzxn^-^m^\^fz.^^:^^ 

if^^<t^mmzmw^un^'^Mmr^^uyy~-v^mmx^^f{^m-^^'±n 
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n^^Mm-^ ^uy 7-z^^mmm^^mi^mzmm'r ^ t -5 s w^s:^^ 

mn^mm\zm-y^mmmm<D;<ti:=.xj^^^nmm(Dmm. - #^<z)^:^jzi 
X2^(Dmm^^B. nm(Dmti^m^(Dmutn^\zm-^'r^cD 1 ib+cD 
2*^i^uyr-z^i!fi^m^^mm(Dmm. • ^^^tcfew^b. ^m<Dm.mm • i^i 

S^^<^{^«<hS^l'P^T§CD 1 1 h-CD2^'^^uyT—z;^f)i^mM& 
JiBB®J:5JC. WM©i^J^#:3^^©^«i:B^tcM#-r§CD 1 1 b + CD 

( 1 ) s^iSiiM-TiJ? D yT-i^^m-mzmtw-^^^iM^m^^^-r^ z. t 

(2) :B^'(|giiMCD 1 ih^CD 2^^^uyr-z^^mmzmm^'ti:^i[: 
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(3) n^ummcDi ih*cD2-''^^nyr-z^^mmzmim-^'&^ih 

(R) -l-'ry^U>-2-^)VX.9-)V (R) -2- (4-y)V^ 
5 /tv'h^v'>A (Bacitracin A). (Viomycin)> 6, 

h 4^-> - 1 - u y - -<yii7av>. i - i?x5=-;i/T ^ y ^ ^jv- 

s-^h^z^-e-^h^i^-i, 2, 3, 4— T^h^bFD-fy^^y u>. 
1- (4-y)\^:tuyx.zi)V^:t) -2-;*5^;i/T^y:/n/^/>, 2-^D 

n - 5 -:t^Vy^hy\i}^uy^>- 2 )V-^>m^>i^JVX.7.y^)V^^ZS 

10 1- (2-:t^v^^^jv^)vm) ^>z^)vx.7.'Tm^iE>misii-^n^'j^u<ii 
hi<Di[:^m'v$>^±m (2) iciamc^gm. 

(4) S^^Sit^CDl 1 b-CD2+'7^D:7T->'OMS^{£iif ^{fc-^ 

15 (5) s^iigiiMCDi ih-cB 2'^'^^uy T--j(Dmm^^m'r^i\:.^ 

mifi. (R) -i-:^:7iS'ix>- 2--i';i/X5^;i/ (s) -2- {A-y)V'tu 
7xy^r-» -5-::t4^y7^h^fcFay^>-2-;^7;V'3j?^>-^— 2- 

^>>?;i'- 5 -:t^y - 2 h ^ t: H.D y ^ >';*f ;V3!i?>m'^>>?;wxx-T-;i/. 
1 -^DD - 3-:t^y - 1, 3->^t HD-ry^>yy^>- 1 -:^j;i/7j^> 
20 M^>i^;vxx^;i/43J:rJ^^i - (2 -^^y^5i^f;i/iS^;pm) x^^ji/xx^^;^ 

(6) ±tB (2) tciB^(D^b'&i^<h, ±iB (4) izmmo^it^mt^-^m-r 
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(7) ||^{Sji^CDl 1 b + CD2+-7j5^n:7T->^*5j:t)?S^{Sii^CD 

5 (8) n^^MMCDl ih*cD2+^^uyT—z^^^zsn^^mmc-D 
1 1 b-CD2+-7^p:7T— >^®^^^{l£ji-r^'fb-&W^. 2- 

Xx;k 2- (4-r7;v:tn:7xn;i/) rt^^^v'- 5 -:t^y-2-5^h^t K 

D:7^>:^j;V7}?>mx5^;vxx5";i'> 2- (2, 4 -i?>';v:tD:7xx;i/) x 

2-^x7^5^- 5 -:t4^V-2-5^h^fcHn:7^>;^j;i/3j^>M ^>Xt: 
FU;1'x;^5=-;k 2- (4-:7;i/:tn:7xx;i/) 5-?r^v-2--T-h 
•^h Hnp'^>:*;i/3j^>m, 2- (4-^ h^>':7xx;i/) 5-:t^V- 
2 -5^h^fc FP:7^>;«7;i/jt^>m> 2- (2, 4->?:7;i/:to:7xx;i/) 5^ 
15 :t-5-:t^y-2-T-hy}i\^uy^>ti)V^>m^J;:xS2- U-yjv^ 
d:7xx;1/) x;i/5jN:i:;i/-5-:t+y-2-5^h^t Fn:7^>:^;V7j^>m ^ 

(9) ^;i{i£iisicD 1 ih"^ CD 2'-^^ uyy-i^<Dmm^mm-r^<t^ 

(1 0) ^^iSilMCD 1 1 h-'C'D2-^^^uy7~-j^^mzmiiW^^^ 
(R) -\-')-y^v>--2 — r;i/X5^;i/ (r) -2- iA-y}V 

25 :rP7xy^r>') - 5 -:t^VT- h 7 k h* P :7 ^ >- 2 -:^;i'j}^:^'>^— 

2 -y)V:^u- 5 -:t4^V5^ h^t:HP7^>-2 -:^3;V3j^>^^>5/;l'XX 
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A*'>h^v'>'A (Bacitracin A). ;t-r^*^-r>'> (Viomycin), 6, 7- 
)V-5-^h^>^-Q-^h^->-l. 2, 3, 4-7=-h^fcFD^V^y U 

>, 1- i4-y)V:tt^yx.=L)],^-t) -2-p^5^;i/Tsy:/D/iy>. 2- 

(11) n^iSMMCD 1 1 b-CD2+'T^D:7T— >^©^^S^£31TS'fb 

10 (12) :^^{SjiMCD 1 1 b-CD2-^x'i7D>'T->^(^)M^&^jit-^<b 
-g-W^, (R) -\-'^y^U>-2-'<)[^X.^)]^ (S) -2- (4-:7;v:t 
uya^/^zy) -5-:t^y^h9}:i\^uy^>-2-:^)V:^^zy'^—h. 2- 

5 --^^v- 2-'rh'7\i\^uy^>:^jp:^>m^>-J)Vx.y.5^)V. 
1 -i^PD - 3 -:t^y- 1 , 3 -i^t: Hn-T y'^>V:7^>- 1 -;^;l/4^> 

15 m^>>^;vxx5^;v43J:tKi - (2-:t4^v^5i^;i/^;vm) x^;vx7>^;i/ 

;5^e.3i^^n§i!>y^< <hfe icD^b'&tiTsfe^itB (11) \zum.(Dimn^ 

(13) ±IB (9) iCiBac^^b'&i^i:. JilS (11) izmm(Di\:^mt^^ 
(1 4) ^^{SjiMCD 1 1 h'-cD2-^'^^uyr—z^^^xm^^mmc 

20 Di ih-cD2^'7^uy7-i^<Dmm^i&m^^i\:.^m^^m-r^z.t^^ 
(1 5) :^^{SjiMCDi ih^cD2'-^^uy7—:^^^zm±i&mmc 

Dl lh-CD2^'T^uy7-z^(Dmm^UM'r^^\:^m^. 2- (4-57D 
p:7xX;1') 5 -:e-^V-2-5^h^t Kn>'^>:^jJV'7l^>m^>i^;i/ 

25 X7.t-;K 2- (4-:7;l/::^-nr'xx;i/) 5 -:t^=^y- 2--xh^t: 

Ho7^>:^7;W3i^>^x5^;i/xxT-;k 2- (2, A--jy)Vtuy:r,-)V) 
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V-2-xh^t:Hn:7-^>:<j;v#>M. 2- (2. 4 -i^>';i/:tpr7xx;i/) 

5 V - 2-5=-h^kFa:7^ >:^j;i'3}^>m*5 JitK 2 - (4-yjl 

^>5^;wxx-7^;i/5&^Sil*^$n'5ii^j^< t'bi©>ft;^#iT2fe§±IB (14) \z. 

ikmmmmm^ r p m 1 1 e 4 o mt^x-mm-r^ c: t tci^ «9 w^^sjim c d 1 

1 b + CD 2 D :7 T— >?:feJ;tKmiSS!CD 2 -CD 4 +T U >/W^il#b. 
CD 1 1 b + CD 2-''7i^D:7T— i^*5j;UCcD 2-CD4 + TU >A°it<^i:<£ji) 
^b, ^^'fb-^^l^&^^iaEbJ^idioi^t^fcit^T. CD 1 1 b + CD2+^i7D 
:7 7->^43 J;t)^CD 2 -CD 4 + T U >A^(DiiiP<£^mt-§ d iitri^mt-r^ 

MSB (16) \zmm<D7.^ v-^.y'ifm. 

(18) (i) U:^^iSm43J:a^^t hAB§ajfiim©#^ETl:it h^lijfiLm^ 
>^^BI«b, (ii) ^m\:'^<^(D^mriz\ih^msk^^mT^j>/'^n 
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^mmi^. (iii) mm (ii)^?#e.nfc:7^^®TU>m<D^?^ET, t&ia (i) 
^(Dmmmwm-^i7uyr-z:f<Dm^^^mMh. (iv) M^^b-^ifey&^^^bTa: 

h^wwLtir^. wmomt^mm. mm(D^B:mm^. ^rc\t&m<Dmi&m 

S$nfc*^HT U >/1J^4'(^iiffiiMC D 2-CD4+TU >AS^(Dic<£SiJ^L.^ 
(iii) 1^;^fli'&«^3&^#«EU3&55^o^c:i^l:iJt^T, UliSMCD 2 "CD 4+T U 

(2 0) t b^^m^^^iBJiaii-x'-r b-^'-r '»^!{iab hT^m^Mi^M 

/:feJ:tXSli5MCD 2-CD4+T»J y/'%n<DmmZ)i:^\^xmk^h^^i)^^t{S: 

(2 1) ^mh^<^^^v^^ hABmskm<D^tET\z. t h^^sisimmm^ 

-r^^^\z^vn^{&Mmc-D 1 1 b-CD2+*7^D:7T-e^*:fe«/'*5J:r)c 

iili5MCD2-CD4+T>J>/1i^^mSb, CD 1 1 b-QD 2 p:7t- 
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fct^fcJt^T, CD 1 1 b-CD 2+-7i^D:7T->?*5a;tXCD 2-CD4+T 

^y/momiu^mm-r^^t^^miiT^mu (20) ici3«fe©7.57u-n 

(2 2) ( i ) fc hABMJfiltf O^ftTtCb b7^^Jfil¥3^J^m<i:-T'f h^T 

a5^V^^^*^Jp};:Tig«-r-?>^:t{cJ:D*^®TU >A°5^^M^L. (iii) M 

(2 3) ( i) ^mh^m^^^Zf}:: h ABMlfil?ScD#l£TlCV-r hV-T 

^x. mmmcD 2-cd4+tu y/momm^^iti't^ ^ t ^mmt-r^. 
(2 4) (a) t:h5^m^^j^m*3«fct;t (b) ^j^^mm. ^sjcmM 

iZ^V) (c) bhAB^Jfil?tS;^«/*5irj? (d) RPM I 1 6 4 Oi^ftfe<£^ 
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(2 5) (a) b h^i^m^^JMIIS^JctK (b) V-r hV-r'»MSt:h 

^mjkmmmmm. -^^izmm^z^v (c) t hABMjfii?»sfe«/'*5j;tj?(d) 
5 RPM 116 4 omm^^ts^t^^mt-r^wm<Dmm'^ • mnm^. mm 

•^^\z. :^mm. ±iB (2) ~ (8) \zum.omm^mm\zu^T^^ii 

~ (8) tClB«©E^<£^3tf ^:^fe©^^<SiiSCD 1 1 b + CD2+*Ti!7D 

yr—z^^mD[\-^i^^^\:i^^. MzSizn^^mmcD 1 1 b-CD 2+Ti57n7 

T-i^^mm-^^^it^^^^zsmmmcD 2-cD 4^T u >/w©m^^{£ 
15 mrr^i[:^m<Dmm \zmT^o 

i^n:7T-e^®:S^i:^tB^tfliMU^^{Sii^CD 1 1 b + CD 2+-7^^n:7r 

^f!jAtfTO^Tu>/'^^s:n'$7^(^i:©'a-sr'b'^8e). n^i&mmcDi 1 b+cD 

rCDj cluster of different iat ion cDBS'ra&D^ r»fi<j:fej;tKM6<)tcM 

25 (ommtfi-^mzn.^m'^'^^^^ (i^^to tcdj r»e<]:fej:txMfi*j{3: 

mL\zmmt^\ 'bl^Cit^'Tfe^), S;/^ rCDl 1 b + CD 2+^7^57 D>'T- 
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t\t. :i>fs^<th rcDiib+j ^^xS rcD2+j ic^TS^y 

<h>?>^^^MbT^^$tl§^^{|£3tMCD 1 1 b-CD 2 +-7^^0:7 T—>^:^^«6^ 

CDllb-CD2+'Ti^n>'r - Viim^^ J;Z^M W iciMfetci^ti'r § ^: ^ 
V^5o il^T. rcDl 1 b-CD 2+-s'i5'D>'T— tt*. iJ>7^<i:%> TCD 
1 Ib-J :j3J;tK rcD2+J lC^-r^^y^n":^—;i/tn;#:T^>i^T# ^-7^57 0 

<r>-^ms.<. mx\t. rcDi 1 b-CD2 + CD5+v^D:7T— 

rn^mz.^^-^'^ rcD 1 1 b-CD 2 +-7^^0:7 tbT^tcWfflTab-So 

uyT-i^tn^m&m^^uyr-i^'^^m'r^^t^^^^'^o rcD 2- 

CD4+TU>A^J {P'fSiKhh rCD2-J :^^ZS rCD4+J izM^^^ 

:*:^B^JC'g£ffl^n§3^{SjiMCD 1 1 b + CD 2+T^O>'T— v^©MS^ 
iiJp;^ii:S'fb'a-tl<i:l^. ll^{IS3l^CDl 1 b + CD2+'Ti7 0>'T— v^cDMS 

J; < , mTLummkcvf 2 - c d 4 +t u >n-m.-^m'%\^mmmmm'^^ xi^r 
— :^®:^^i^tg^tti^ilbii^{SiiiacD 1 1 b-^CD 2 +-7^70:7 t->^(^M 
m^^siit-^fecD, pgissTU ynn^^^-tn^'^Mmcvt 1 1 b+cD 2 + 
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iii^MCD 2-CD4+T u >/'^m<Dmm^i&mT^ih^mt\t. mwmcD 
2-CD4+TU >A'm^mmvmm.mmm'^i7 a y r-i^<Dm^tmm^mu 

mmm cd2-cd4+tu y/^^m^mm vrnf^mmm-^ ^uy 7—-^(om^ t. 
'h<D. mmmT^jy/m^ift-^-rn^ummcDi i b-cD2+'x'^^D:7 7— 
-0Fy;lt^O 0 1/7 2 7 3 0 iCtamOTIB^^ (II- 1) ; 
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T^$n^ (R) -l-i-y^U>-2-^)VX.9-)V (R) -2- (4-y)l^ 
(II-l)L TIS^ (II- 2) ; 



o (II-2) 



>>?;i/XX5^;V Wb'&tl (II- 2 J. Antibiotics, 37 1546M(1 

9 8 4^) \zmm<D-r^^ (H- S) ; 




HO. 




(1 1-3) 



4) ; 



OH 



(II-3)], R08 8 5 9 4lClBm®^?0;lJrFtB^ (II- 



0^2 




(1 1-4) 



CH, 



l?^$n§ C'fb'&i^ (II-4)L Science, 1 0 2#. 3 7 6 
JCia«c(^TI3^ (II- 5) : 



(1 9 4 5^) 
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1-5) 



-e5^$n^n-r:r"7'f momycin ; -fb^tJ (II-6)K #PBBg5 2-8 3 
8 4 6^tc:|3«c©. mtXrSB^ (II- 7) ; 




(1 1-7) 



OMe 



(II-7)D. #|gBS5 2- 1 3 9 0 7 2^\Zw&m<D. M^^tTfU^ (II- 8) 



wo 2004/024185 
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(1 1-8) 



3. 4-5=-b^t:HP-f y4^^U> MtS-^t) (II-8)]. EP5 3 0 1 5izm 
mom^^t. TI3^ (II- 9) ; 



(11-9) 




Wb-^i^ (II- 9)], WOO 1/7 2 7 3 OtCfEm<DTtB^ (II- 1 0) ; 



(11-10) 



i?;i/X7.5^;i/ Wb-g-t) (II- 1 0)]. ^fet^, (II- 1 1) ; 

o o 

OH (n-11) 

(^•f. RHi^m^e-i 4©TU-;us, j^^^7~i 6oy^;i/^;i/S^ 

±IBS: (II- 1 1) i^m-^n^it^wz:^^>T. mmmR^tvxomm^e 
4(D7^j—)vm\zu. mx\t. :7xzi;i/*, tf7ai-;i/S> ■<y^:=-)vm. 




wo 2004/024185 ^^T/JP2003/0 11600 
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7 m^\^<\-t. m^\t))^v^-^fj)V:^ 

8AnT;l/n^>'), t;^!^^ ($fSb<ti, mXU:^^)V. JL^)Vmii(DC^ 

7m», -bPS. i^rym. ($?Sb<tiCi 

(*(f*b<tiCi^8)^ ^rc\tya^=L)vmf3iatmw^n^o 
±fB!^ii-i ix'mi-^tL^it^moo-^mz.Yfoo 1/7273 o^ciBaoD 

25 TlB^5: (II- 1 1 a) ; 



wo 2004/024185 
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O 



m) ^>i^;vxx^;i/ c^fb'&tf (ii-iia)3 ^tc^t.^omm^mzf^m'^n 

i^mit^m<D^t>s (R) -i-')-y^u>-2 — nv:r.^)V (R) - 2- 
(4-:7;^:ta:7a^y^v') - 5 -::r^V7=-h^t: fd:7^>-2 -:*;;i/3i^^ 
'>^-h> 2-:7;i/:rn - 5-:t^y5=-b^bFD:7^>-2-:^7;i^Jt?>i^^ 

2^^5«tC^ffl^n§^^{!S51SCD 1 1 b-CD 2+Vi^n:7T->^®^^<& 
^mt^\\l-^m (OT. S^^SitMCDl lb-CD 2+-s'i7D7T-S^M«{S 

mPL\tWO 01/72730 fc:|B«<DTt3^ ( I - 1 ) ; 




(I-l) 



T^$n^ (R) -i-:^-:7i5'i/>-2— f;i'X5^;i' (s) -2- 

-^#1 (I -1))> TIB^ (I - 2) ; 



wo 2004/024185 
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>>?;I/XXt';1/ Wkl-^^ ( I - 2)]. TIB^ ( I - 3) ; 




(1-3) 



5 -t?5^$nSl-^DD-3-:t^V-l, 3->?hHn-rV^>^/:7^>- 
1 -:^JV^>m^>i^JV:r.7.^)V Uh^m (l-3)). ^TM. Tm^ (I- 
4) ; 



o o 




(1-4) 



O 



n - :/n tr;ux, -r y :/a tf;i/S. n - < y t e r t - 



10 



15 
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^\t/\u^>. 7mm. nha». v-T/S. >^;V:^:/bS> 

JilB^C I-4T^$ns^t;'&«^0'5-^#tc> TIB^ ( I - 4 a) ; 




OH (1-4^ 



O 



{Sii'fb^tf©^-^. mz. (R) -i-:?-:7i5'i/>-2-^;vx^;i/ (s) - 2- 
(4-:7;i/:tn:7xy^>^) - 5 -^^y-x-b^t Fo ^'^v- 2 -:^7;i/3l?^ 
$^7— 1 -^^ua- 3 -pT^v- 1, s-i^bFD-f y^>y:7^>- 1- 

MfB^^iSiiMCD 1 1 b + CD 2+'Ti7P:7T^>^^S<Sii'fb'&i^:fecfctK|| 
^{SjIMCDI 1 b-CD 2+-TiJ7D7T->^M^^51<b^tJ^i. ^flBbT^V^ 

"fe^^-CSii^CD 1 1 b + CD 2+"T57n>'T->^*5.fclK^^{SiiMCD 1 1 
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;T/JP2003/011600 



4-3 4 9 7 6:feJ;t;#M¥4-3 3 8 3 3 1 IClBic®-^^ (III) 



R 

e> 3l ^^n^c* S 1 ~ 3 <H W b T ^ a: - ;VSTSm ^ tlT ViT t> J: V ^ :7 n 

^^^f o ) -r^^n^^b-erti^jj^'^tf e>n§o m^\t. Tia^ (iii- 

1) : 






° (III-l) 



-T?^$n'52- (4-t^DP:7a:-;U) 5 -^^V - 2 -5^ h ^ k H n 

>'^>:^7;i'3}^>'m^>i^;V'XX^;i/ Cfb^ti (iii-i) K TSB^ (111-2) ; 



(1 1 1-2) 



Hd:7^>;^j;vj}?>Mx5^;vx7.5^;1/ Wk-^i^ (111-2)] > 2- (2, 4- 

a}^>M^>>^;UX7.5^;K 2 - y ^~>- 5 -^^y - 2-5^b^t:FP:7 

^>:^;i'3H>^ ^>Xt HU;ux:;?.7^;k 2 - {A-y )V-^uy =^:^- 
^-:^^y-2-'r\>'7\LYuy'yyt!)V^^^ym. 2- (4-^ h:^>-:7xx 




wo 2004/024185 ^^T/JP2003/011600 
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M 5^:t-5-:t^V-2-7^^^t:I^D:7^>;^7;^^^^>M^ 2- (2, 4- 
:fe<fctJ?2- (4-:7;V':^D:7xn;i/) 7.;W3j^n;i/-5-::t4^V-2-5^h^b 

b* D :7 ^ >:^j >m ^ >>?;vx;^ ^j&t^tf 6> nSo 

5 3^^HJl;i'geffl$n^S^^giiMCD 1 1 b + CD 2 +-7 0:7 T-i?^«ktJ^S 
^{SiiMCD 1 1 b-CD 2+'7i^D:7T— >^©ilS^{Sitt"^±tB<fc:'&tl(^-5 

Dy> (^*b<fi, y'u/m. mm, :^m), -t^v^. rjv^jvm ($f*b< 

<j*Ci^8)' T$y»> Tjv^jvrs.ym (Sf*b<«Ci^8)^ >^t;wvt 
^b<J*C2^8). :^j;i/A^-r;v», tKM*^ xhns. v-y/S, 

25 «fcV^o 



wo 2004/024185 ,^|^ ^■pT/JP2003/0 11600 
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)vm'^\z^^vrcit^!^. ^:tx-T-;i'i^'&^x— 5^;i/^'&ic^mbi^<b'&^fei. 
iiS'fb'&^fei^^^'fb'&'^T^D. gEic^snxvis;^^. mx\t. woo i 

/7 2 7 3 0, ^MBHS 2-8 3 8 4 6, #^HS 5 2 - 1 39072, EPS 
3 0 15, J. Antibiotics, 37 1546 H (1984 ^), ROB 8 5 9 4, Science, 
102#, 376 M (1945 ^) , USP2633445, ^MBS 6 4 - 3 4 9 8 6 , 

#ii3p4-3 3 8 3 3 ifsiE\z'mm<D:^m\z^^^Bizmm.'r^z.tf)^'r^^^o 

a mitt* § il 3i>^'"r ^ § o 

t^x'^^o m<\:'^<^(Dmtvx\t.. mm^mzn^-^n^m m^it. mm 
m. mmm)\ mm m^\t. mmm.m. mmm.^) ^rc\t7^ym m^Li^. 

^^>7.)v^>m. ^>'i£y7.)v^>mt(Dm.f3ia<Dmmmm.timn^n^o 
^<Dm%. TXA^^>m, ^MB^ymn.Ehcom.isiEm'&r^ymiKDm. 



wo 2004/024185 
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26 

x^y-;i/T^>. hux^y— jPT^x z^zyi7u^^zy)V7S.>. n,n'- 

10 xu±mt^m (ii-i) .~ (II- 1 1). it^m (n-i i a) ■fymm-^^^ 

15 X\t±m^\:^m (II- 1) ~ (II- 1 1)^ it^l^ (II- 1 1 a) d^^fflT#S 

^mt^m (II- 1) ~ (ii-i 1), it-^m (ii-i la) nfimmx^^n^ 

^mh-^m (i-i) ~ (1-4), 'fb'&i^ (I -4 a) 7t)^^m-v^^wm(Dm 
iz^^Ti^wm. TKwm. mm^^m. m.zs\z^mm. jkmmm 



wo 2004/024185 
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xmt-^^ (i-i) - (1-4). it-^m (I -4 a) timm^^^mmoi^ 
(i-i) ~ (1-4). 'fb-^i^ (I -4 a) ^mm-v^^^moM^ 

:^^mizmm'^n^n^^mmcD 1 1 h^cD2*-^^uy7—z^:t^^nn 

^ (III) -c^-^n^^t-^mt. ±$&vrcwm(D^n^m^^^zswm(Dm.m^ • 
mmm^oi^^-rmzh. ^rammm^mir^m'^^z^. •r:^tDt>. m^^nm 

:^^m\z^m-^n^n^i^mmcD 1 1 b+cD2+Vi^p>'T— >^^j:;t>*fi 
^{Eii^cDi ih-cD2^-^i;uyT-i^<Dmm^^m'r^it^m. mpL\t 
^ (III) -vm-^n^ih^miit. ±$&vrcmm(D^&mm^^^zsmm(D^^m 
mmnm^<D\^^-rn\zh. ^rcmm^^^T^m^izh. Ttsit>t>. mm^^ 

m^\t^ (III) -v^-^n^ih^m^ts ±mvrc^m<Dm^^^zsM^m^(D\,^ 



wo 2004/024185 | 
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Kfm^^mv^rc\ty-( y^vrcm^u ^•:f^)VM. x.v^iy)i 

<fcv^o 7i(.hv<},t^tiu^<DM^mzn^vn^mt<Dmm^mm. * 
r:i \tmmmmf3i <h o^^mm:^ ^(Dmm^mv . ^^mnm iz^^-^ ti^%(Dx^ 



wo 2004/024185 |||^|^ ^ppT/JP2003/011600 

29 

5l^Uy;i'^— h8 OTM. HCO-5 0f3iE(D^^-^:t>^^m^^MfSi^(DM 

mf3:mmm^M^mmiyXh^\^^o mm.mtux\t. m^\it. :^a.m 
^mmvx^^\^\ ^fc> mxu. mmm m^-U. v>mmmmm. mmi- 

m. mMm> U:=:p^>h^J. xTy-;Vj^J, i^D-zr/^J. PlSi^J. ^i^lBi^J^fe 



wo 2004/024185 ^^j^^ ^^T/JP2003/011600 
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mit'^m^rc\-mm^mzf?m-'^n%^m> ^^xmm\z^x). i&m 
•r^ iih\z^v):^i^mm\z7!}^f}^^]^mmm(D^mmmmuE^mm.T^ c tij^-v 

5 ux5=->mxx^;K A°;i/$5^>mxxx;w, -k;is/>^>^x5^;K ^-i^u 
^m7}Vn—)V (^J : T^Ptfl/^^yUn— ;k 1, 3 -::^5^1/>^U 33— 

mz\t. ±m(Di7 ^j-Am\z^^MtM^^ZS^^M'^M^tL\t^\^\ 

:^mmizit)^i)^^mM^^^mmM<Dm^. mM^^zmmiz:^^). m^^t. m 



wo 2004/024185 fj^^ ^■:T/JP2003/011600 

31 



z.^-v. ^vmmm^i^xu. mx. rn^s @^a. mm. ^m. m^. 
mm. mm. mm. ^m. mm. jm^r:i\t!^^f3ia^mizm'r^mi^mm*^ 

tSiE^m^f^^t -fy^-r: ^ ^ , m^M tS: TffiJ^^^^ffl ^ C <h T ^ 

0k. n0kmmm. Mxs},z^^ )i7.mmm. m^mmmm. Mmmm^^xs^m 

mm(Dmm. ^^zsmmmr^^\z^^1^^^m^m■mt^i^iz^mx$>^o 

mm'\&m^mmiz^^7m&. ym^. mm\iWM. mzs\zmm&. 



wo 2004/024185 ^^T/JP2003/011600 
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2^^BJ<^M^^SiiMCD 1 1 b + CD 2+Vi^d:7t— v^^cktJ^'^^^SiiMC 

±m^^^(Dn^i&MmcD 1 1 b+cD 2 +-7^0:77— >^MS<isji'fb'&t> 
:^mm(Dmm^mmm\z^m'r^m'^^ n^i^mmcDi ib+cD2^-7i> 

25 uyr—z^^^rJ^n^i&mmcDi 1 h-CD 2^^^ uy 7— pomm^i^m 



wo 2004/024185 
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34 



[T/JP2003/011600 



m\zmmi[:vxm^n^s^-(omM<DU^. (2) wm<D^n^m^(D=^mmm 
m^2^zmm\z^K^mMmMmt. wm<Dm.mm • f^mm^<D^m^mm:i^^ 

m^x<Dmmi^-¥. o) ^m(D^^i^m^(D^mf^mm^^zmmizj;:V)m.m 
mumt. wm(Dmm^ • mmmMo^m^mm^^xsmmiz^DmmmMm 
L^m^ izmmihi^xn^n^ 2 m(Dnm(Dm—i^-¥mmx(Dmmm^^\^^x 
(4) nm<D^m^mm(D=^m^mm^^zsmmizj;:^mmmijamt. 

mmiti^xmibn^ 2m(DmM(Dmu^n-^m^x(Dmmn^. (5) wk©^ 

^(o^mmmm^^^zmmiz^ d Em^jp^jsrsu^!? izmm<t\^xn^n^ 2 m 

\zj:^nm-r^(Dx. —miznnxfsi^^^-^^. m^v<},tmo. i~ioomg 



wo 2004/024185 
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(II- 1) ~ (11-11). (11-11 a) is^zstniE>(Dmm^m\zw^-^n 
mMny3ia<Dm±^rc\t.-^m\zmmr^ ^ b 

^tz. n^^mCDl 1 h-CD 2-''^i7uyT—i^^mmzmM-$'^^it^ 

m^u±mit^m (i-d ~ (1-4). (i-4a) :i^^zs^n^(Dm 
-(Dmm^mr^(Dx\ m^\m^mm^mm,\z:^n^:=i^-y>'^0.i&mi^ 

^fzu^m ; ^m<D/\^j(D\^±\zmm'r^^ti!)^x^^o 

Di 1 h-cD 2-^-^^ ay T-z^^mmzmm-^'ii^it^m. mxmt^m 
(iii-i). (Ill- 2) ^^xs^H&iDmm^mzff^^-^n^m. mx\t. ^ 
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)vm. u#-/n5^-r>iH> ^m. pummm. ^n. }%mnu m^fm. mmm. 

^E^?ft. x.x'rJVm. '>U3>ffi. tDVi-^z-^ti^. ^yu>. 



wo 2004/024185 ^^T/JP2003/011600 
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:^^x>m, >^-i'vyDt!;i/^-r^mx5^;Vfcj:^*S:^^f^c:t7j>tT^^o 

15 So 

xAiS'-if. ti^^-'if. mm^-wmmmmm^ i^^>^u>^>. 



wo 2004/024185 
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U^>m. n>h^>m. A>^/-;K ^J^yy\d>. tfUH=^^>'>. 

U'^A, «'T^;t-i/'j7A. j^m:^;i/->'i7A. MM*x'^5f^^>":7A. mc^. n 

UX5^W>. #U':7i/iS^>. h*n;i/1^)lg, >'a:7-;^^tJ!i^ 

mm. ^^y^ymm. -x.a^^ymm. #u:^-:^ 

-X. c I tf^^>h^xn-. c I lf^fp^>h:tW>v^>^c^©^a)|&#: ; 43 

:fy^yummm. :^yV'ywmm. -^yyymn^^. ynymn^^. 
v'^i^-v^ttmti, ^^yt^t^i^^s -y:xry^^mmm. y^:^/mmi^. 5 



wo 2004/024185 
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^^mmm. ±>^=L^mm^. ±-i^mmm. h^^mmm. ^5^TifttB#j> 

^vy-jy^^^y-h.. Cfvy-yy^^)^^. ^uy-yy^u-yay. -^y 
-A. Bmnm:t-()v. 3}^5^^5>^>y-. ^tv'^>:/-. ^tu^x, ^ 

T-hU-h^>h> *^^> 5^^;/i7, ^y^\j-j^^ ^TV^y\^. 

IHb}^^b^i^©igS:d^O. 0 1~1 0«a%SS> $fSb<tiO. i~5ms% 



wo 2004/024185 



40 



T/JP2003/011600 



#lli®^K^5lS^0D^B&?^^^i:75:O#^, ^fc. IWiSMCD 2-CD 4+ TU 

iiMCD 1 1 h^cB 2'"^^viy7-z^(Dmm^^mt^m^i^m'r^f)-^^-fy^ 
mmmcD 2-cD 4'-T^j >/mtn±i^mmcD 1 1 b-cDB+'r^n^^ 



wo 2004/024185 
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D2-CD4+TU>A3ti:i^iSiiMCD 1 1 b-CD 2 +"7^ n:7 >^<^^ 

Bm±mm. mm^mm. mmt^mm. wimmmi&mm^rzUM.m:f3iax$>'D 
15 *fc> mmo^mt^m^mm^z:^^ ^j-=:->'^v. mmx^^-Drcm^^zo 

^j-:=.>if:&m^mm'r^rciJ^\z. mmmrv >/^mtn±{& 
mm-^^ u y r-z^^mmzMmi^xm^mizmm-r^:^f^^&.r\zm-^^o 
20 -rm:^mt. tif^h\,mmx$>r). mtmm:^m\t.TU:^mizm.^-^tif3:^\ 
wm<D^m^mm. mm<D^&mmm^r^\t&m(Dm!^mmt:mnmizmm. 
n^-r^n±i^mmcDi i id'^cd 2""^^ uy r-z^^^zsmmmcB 2- 
CD4+TU >A-JTO> ':T^0mmt\ih^mikmmmmm.^mm'^'&^:itiz 
^^mm-^n^o mBmmmcD 2- cd 4^t^j >Am<Dmm\t. ^^<d 
25 ■^mz^yyf^mi^xzm^t^^t.ii'^x^^o U3i?#)^i^*3«ki)ft hAB^jfii^s 



yfO 2004/024185 
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^Kte®:^Vi5|5;|iJfiLTU >AS^*^]tiDf kiltie mm^W^-^ifxiVT— 

>?<J!)jg^ic<£:/M^Tllfii5MC D 2 - C D 4 +T U >/^S^<DM^^m§^T^ 

MCD 2-CD4+TU >A°5^©M#«> 'JK(D-)jmz.^X>m^mzM^-t^^t. 
:7 7 — (D:^^^ bTllgBM CD2-CD4+TU ^^^-T § 

±15© J; -5 tcfTt)n#§iili5MT u ynntM^'^'mm^^uvr—-J<r^^ 



wo 2004/024185 
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mxmm'r^zit\z^r)n^^MmcD 1 1 h*cD 2*^i^uyr'-i^^^rs 

1 1 b + CD 2+'Ti^Iii:7T— >^*5J;CXCD 2-CD4+TU > nMOWL^M^X^ . 
WMt-^mffi^^V-f3J)^'or:ih^\Z\k,^X. CD 1 1 b + CD 2 +-7^5^ d:7 T — 
5^*{J;t)fCD 2-CD 4+TU ynMO^mmMt^it^m^y.^ ^)-zi>if^ 

#j:^>e>c^lftm;^^i*. ^J;tJ^, (Westphal&Jann., Methods 

Carbohydr. Chem. 5. 83-89 (1965) ), '^fMU^m^'y^ ^) )VmB.-±V^)^ 
A (SDS) #&Tl!yo5^:^— ifK^3g&-r§:^Ji?5:£^^tf-i)C:i:/J»^-r# 

JltfeT?^^, *^HJtC:feViTtt, |ff^b<«RPMI 164 0 
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5. 7%w/v(D>'^ a— ;l/4 0 0 i:, 9. 0 %wy vOz^T h ^ 

hV^A (Sodium diatrizoate) ©7K^l^eTfet3TJtS>&^ 1 . 0 7 7 g/mL 
lC^M$nfe:7>< 3— ;i/ • A-yi7 (Ficoll-Paque, ^^iS^> yrJ^-^i^T • 
yy^y'^^tiliVX (Pharmacia Fine Cliemicals) <h^fflVifei©'i>^ 
^;^^^2fefrf^ili:3{>^t?#^o .J;D*#:6<)lct^> ±.IB©:&^«. (a) ^^m^ 

3_;V./>^,;,^cfjj-^ty;j,^, ab:sviji:7^n— ;V'/^!y^^®5it"S<fc"5lC. (b) 
Tf^Ml/fe:7^3'-;i/ • /t-/^7jfiiS^iiSi^<&f?j4 0 0~5 0 0 XgT*?l3 o~ 

$nfe#^s^>fflj5ap^^^-r^x@/6^e>7a:§, 

ItlBRPMI 16 4 OJ^^t*. Coding, J. W. (1980) J. Immunol. Methods 39, 

285. JAMA 199(1957)519 tC|Sm$nTV^^„ ^ti. riTgR5?i (Sigma^fc^) Srffl 
\^'Z^^\^. WM'C^m. U3j^#i^^> bhABMJfiLm*5^tJCfch7|5l=gjfiLm:^ 

8?)^JqUfcRPM 1 1 6 4 0 J^ifefcb h^^fLSTfC^^^S^S^JPU, :3>ViT«J 
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^5|5^Sjfil#^i^m (peripheral blood mononuclear cell, I^TP BMC tBS 

^cDl. 2ml0EDTA) itlS?^*P&S:ft^7jc^:^i:«Anfe 5 OmL:/^ 
7.'^y^^=L—^izXtl^o Histopaque d=l. llKSigma Ficoll-Paque 
d=1.078 (Pharmacia motech ^M) ^ts: amf-z>mmvrc'D X\ZsSlLm^MmVX. 
^ii>bTPBMC^®^£#So VT}^0mm (lipopolysaccharide, OTLPS 
tm't^t'h^^o) « Sigma L-4391 E-coli m^cD^O^^mmT^o ^Wt"^ 
t>ABiESJfil?f> 2inM 'L-^)V^^y. 5 At g/mL'jT^V^T-f >' 
Xgentamicin) SRPMI 1 6 4 01g^^lc#il$ii:;fe2 X 1 0 « P 

BMCtCLPSSS 0 M g/mL©li^lC75:SJ;-5lcmiinbT. 3 7t:. 5% 
CO2-9 5%a i rTT6 BfBlig^-r^o Z.(D h^W^it^^om^n.. m\Z. 

mmwinmmm^-r^xmi'SLV. i %4^t;i/:/5 y^-mxr^iH a n k s m\z 
D4, cDi ih^y^u—^jvmi^^mmt^. tftt hCD 2 ^yi^D-:^- 

(anti-human CD 2 monoclonal antibody, SFCI3Pt2H9 (Tll-1), 
Coulter ttiS) ®tn:#:l- fluorescein isocyanate (FITCM) ^^^bfe^bO, 
tilt b CD 4^/ ^ o— :^;l/t^L# (anti-human CD 4-allophycocyanin^il^ 
Beckton Dickinson, Immunocy tome try Systems ^thCDllb^ 
y ^D— :h;i/tn;#^ (anti-human CDUb monoclonal antibody, clone 44 
GenzymeTechme ^hM) phycoerythrin ^Mlib/tfecD^^ffl-r^o FACSc 
anlCT, CD 1 1 b + CD 2+#S^"7i7D:7T— i^^M. CD2-CD4+TU 
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^m^^xs}:! hABMjfiim ©#^aETtc. b hMmskm^mms^t-^-i h^^-> 

D4+TU>A°i^^MSb, :7D— y-r h>< hU-{;iJ;DCD l l b-CD2 + 
D yr—y^^ZSCD 2 -CD 4+T U >A'i^C!)^SraiJ5£b. ^;^>ft;'&ifel3{)^ 
#«b;^J&^^/ct^lC:Jt'^T> CDl 1 b-CD2+*7^D:7T— i^fecktJCCD 
2-CD 4+TU >A°J^(D^;^>tjii]p-r§{b^%§Xi^ U-r:>iJf-r^:;^i* (MH 

f § 21 i: J; 0 #-5 C -5 o 

fSo fJ^Ct?^, ^m^t-^l^. t hABiE^jfiltf. 2mM L-tJ^;i/^a>. 
5 g/mL'j7*>^T-r-»^^^-r SRPM I 1 6 4 0J§«|gfC. 2X1 0« 
20 PBMCcfei:tJ?2 X 1 0« N'-f hT^>'>5!131PBMC^r?il$-&T. 3 

5%C02-9 5%a i r 6 BP^IiS^-T^o ^m^^tyu-^^ h^hU 
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—^-e (ii) ^m\:^m<D^tEr\z\ihm^ik^^mTv>/^^^^j'^^mm 
(a) m^nmm^ifuy7—-j<omM\z^\'^x&.'r\z')^^^. thABiE 

I^Mm. 2mM L-^;i'i$'^>. 5 Ai g/mLy>^"T-r>'> (gentamicin) 
^^WT^RPMI 1 6 4 0i^«?^lC#jl$ii:fe2 X 1 0« PBMCJCLPS 
^^0 us/ml. (Dmmzl2.^^'^\zmiM'UX. STt:. 5%C02-9 5%a 
i rTT6 0^^Jg«b> mU^^m^^uyr-i^^^M-r^o fSi^. mf^P 

B M c «x ^ u -zi > tj^;^^ A tmm\zvxn^z.ti)^x^^o mm^ ntcm 

l/i*^. '^J;^tf rubber-policeman rfA'\e>^fflViT#*b:fet)0^teIiKt" -SibVi 
5 M g /mL ^« L.;'S:H a n k s <7)J&W* LVi„ 

J; 5 ^clta^iL^^*^c J: 0 ^si bfe p B M ctsi'® y ^ 5 if bfc 

t:^:/5^#jfiiJtSrJP;13 7'C2 Oi^K^Vrcm^. Percoll ^B/^Jtfi» 

^f^^b^5^a.-y(cjn;^. 4 0 0 X glcT2 0^^iatCTji^i>f Percoll 

^mm^mm^z. o-tf y h?^^KbfcT u >/^n^mt. d = i . o 9 1 £/>±<^ 
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S$-&^^t5&^T#?>o mi^mzU. t hABIESlfiLt*. 2mM h-if)V^ 
S.>, b n symL^y^^-i zyy (gentamicin) :^^nmm\z^r)V^0'm 

m^^^r^RPM 116 4 ommmx. t b5^if jm^^ht u >/m^s 3 

7X:. 5%C02-9 5%a i rTT> eBm^mt^o BI^$n:^*^®TU 
— 5j?UX*7> (rubber-policeman) ^ffiliT#^b:fefc(D^lEliRt*^i:Vi-5:& 

(c) mm (a)x%^nr:Lmmmmm-^^tiyT—yt. mm (b)T#^ 
nr^^^mr u >/iJ^i:&ffiViT, s p f cmz,k ^^mt-^momMn^m 

^T. tuts (a)T#e>nycmi^$MV:J7n>'T->^^^«'fbbfc:ge#« 
(C^M^i^S 21 Spontaneous Plaque-Forming Cell (iy.T^ 

m(DmmanyLsm\zxm4:%mm.ii'r^o gB5^jfii3^«. ±^b:^d;j^:Sr 
^*tc<ko#e>n§gB95^ifiii^<&^o. iaa%(DABjfii?t^jpb:^u >mMm 

(Dif)m^V\f\ #U-L-U5^>^ Terasakl :f l^- h iCiP;^^ 3 7 'CSST, 

7x:xm3 o^m^i^m^xi^^m^mMn^m^v. m«'fbL}tgs#«^ 
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#«bfeTerasaki 

feH a n k s I^^^JPbiSffllia^Ji^&i^^t-^o 

1X1 o''m(D(a)^nBnrcmmmmm'^^uyy-z^^mM-r^o mmz. 

$ tlT ^ ^^iJJtf ^tcmz. ( a ) T# e> tlfei^JiMI^^M V p T 
10 -i^<h|wlic© (b) T#6>n:fe*:$)'iii^«TU>/^i^^JP^fcJg'&, *5J:D^(a) 

T#e>nfejffljiai^$M'Ti^p:7T-v^® 1/5©^© (b) T#e>nfe*5^® 

20 mtVXU. ( i ) b hABMjflim (^#«T(Cb hJ^m^MJ^flSt-y^r h"^ 
25 IB (ii)T#e.tlfe*^illiTU>/1S^©#ftT. SutB ( i )T#&nfe^i|g|^$ 
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•/ 

ay r-z^(DMm.Wii^mmv. (iv) ^m\:^^-^^WtEVUf}^'Drct'^\z]t^x. 

X\t. (i) ^mt^m. t hAB^jfiltf43<fcrJ^U5}^#»m®#ftTtCt h*^ 
;^7fe^|iiT U ^AJ^fftJOi^iSMCD 2-CD 4+T U >/tJ^©^&:7D— U'-l' h 

^ hu-t^JcD^ij^b. (iii) ^mt^^T^^w^iyf^-^^-ztrct^izit^x. m 
sbv^Miitbxfi. ( i ) ^m^h^m^^zs\i hABmjssim<D^tET\z'^-( h 

CD2-CD4+TU >AS^CDic^:7D— tf--r h U -td J: OfiOJ^b, (iii) 

^mt'^mf)^^tEvm^-Drct^\zit^x. i^ihmcd 2-cd4+tu >mt 
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V^^mm^-^ts^y hif)m\'f^n^o :^^yh\t. mm (a) ^^rS (b) 

&sn(Dh(D. mx\t. (c) }^hABmskm^rz.\ty^^zs (d) rpmi le 

15 n^o 2^4^'yh«, teiB (a) (b) ■0^J^t^. (c) kbA 

BMlfil?**;fe«/:fe«fclK(d) RPMI 1 6 4 OigM;^J:<H^'^^TViTfe<fcVi„ 

&.Tiz. :$^mm^mmm^^nmmM\z^y)-^^\zmm\zwim-r^-^^. 

iBATtO^M^J 1 ~ 3 J^cfel/iT. ^^'fb'&tlfi. (R) -l-:?-:7^l^>-2- 
-r;i/x^;i/ (s) -2- (4-:7;i/:tp:7acy4^>^) - s-^j-^y-xh^b 

:^^y- 1. 3 -i^k HD-ry^>Vy^>- 1 -:^3;i/4?>m^>5^;pxx7^;i/ 
25 Wb^ti (i-3)L (R) -i-^y^u>-2-^)VjL^)\. (R) -2- 
(4-y;W:tnyxy4^v') - 5 -^T^yx h^t Hp:7^>- 2 -;^7;)/jJ?4^ 
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2-:i!j;i'3j^>m^>i^;pxx5^;i/ (ii-2)D ^<i^ZS2- 

Mb'&ti (iii-i) D ^fflVi^co 

<^»J1> 

m^MCD 2-CD4+TU ^'fb^^ 

(monocyte) ^^mt:mm\zncT^) ymt^m^'^^Tco mmnrnM-^^u 

yr-i^o^mm^-^s (monocyte) ^m^z^-< hi^x.>^mM't^^iif3i< 

it^m (iii-i) 'V9!mvrc^mT^)>/'^^(of3ii)^zmf!^wwm'^i7uy7 

Terasaki "/l/— h®well ICJ^I X 1 0 ''^ScDi^ll^^^mJOL, mn\Z. 5fg 
^©'fb'&i^ (1 1 1 - 1 ) T^{n,31 Ufcig^T U >/^m\i^r:io ' 3 7 *C@mT^ 2 

autorosette-forming T lymphocytes (ARFC-T) lymphocyte CD^IS^®*?—;*/ 
— J^CD2*TabO, non-autorosette-forming T lymphocytes (non-ARFC-T) 
itCD 2 -trafe^. non-ARFC-T MMJM^tt^WfS d tid^^CD 4+7&««l^ 
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&.±^K). ^h^m (iii-i) ^tmrnrnwrn-^^uy T--j(Dmm\zm^^^ 
^•^fsii^^ih^mx'^^-^K mmmcD 2-cd4+tu y/m^^mmt^o 
<mmm2-i> 

(^mMmi^^^ : B:^wm^^m4 2:248. 2000 iz^vmrn^ey^jv 

^mt: 7-0 i-^ti>xm^mmi^rcio mm 14 Bmzmm^m^v^y^m 

\^^m^^nmi^rco tut>t>. 1 4Bmzm^-^nrcimm^'w^u^mmv. 

(D^w^mmLt^o mmmmmzi^m^m^v. ^^^201, sascfej^tx 
7 BmzmskhT]km^uT^:=^>^m^i^. iBmz^itmmcDhtm^-^'tt. 

>mmmsXd KDMM. wmmmm^&ijm.^izM^. mmm^mzmm-r^ 

BifnMmmz-z>\,>xEDi'^i7ayT—z^, CDiib (EDS) ^ttv^a 

yy-i^. CD sm^^j >/m\z'o\^^x(Dmm,mm'^'-i:j-^m^>x^mmm 
Mv^m^ 1 <^ ab;^ D (Dmi^wa. • FbIh fc-^v^T^ 200 i^mm\zw^ 
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rmmim^TcK} imw.±<Dm^mmm^m^ (+) tvrco mm^-mw 
-vucDi i\im^m^QOM&.r^mm (+) cdi ib-cD2+'Tir 

mw(Dmm^h^Mmtvxm^(Dum^m:iyrco 
mm-^^uyT—i^<Dm^'tm.^'r^it^mi&rf. u m\:^mt\^>^)Miii^ 

X. Wl^rn (II- 1) ^^XS\\:.-^m (II-2) *«^^(D«b(Z)i:bT#^Ef 

^mz'^mT^m^nmm^^uyT—v'om^E^mm't^vc'^mi.&.y. i m 

\\^'^mii^^'D)nhiVXit'^m (I-l) J&^^^Ofe(Oi:bT#«E-rSo 
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Zi(D^^}V^m\^^X. ^^m\zm^r-^^ h>mMi^<D in vivo (D^m^ 

T^it-^ms -rfSif^-^ si\io-MLcwtEy\z^n^x.yx.^^—'^^uyT-i^(D 
mm^mnmizmm-r^it^mthx. i\^^m (i-i) ^m^^. iis^olp 
sfimi^<i:^ s p F cm^^nwt^^t^m. tufy%i^F s^^-r\z^n^ 
•x.y^c^^-'^if □ y7-''j(n>mm^mwi^\z^wtM^^mi=,\^x\^^m 
(II- 1) ^^m'c^m (II- 2) ^m\'^t^. 

J;J3ED1, CD 5. CD 1 1 b^tt^HS^SrittiEbi/^o 

-e©^^^^ 2-1 mz=m-to 

nWmXZ^^'^X. ^m^mzn^'mMCT>\ l b + CD2+V^u:7T->^> 

^i^B^ • xmmmzn^'^MmoTi 1 1 b-cD 2+-Ti>a>'r->^*^\ #^Et- 
§j:<h>&^t)3&^^o x^-ts^x^m)^^. ^n'^no^-mmzwsb^ntzM^^^m^if 
uvT--yt^h.%\zm^'^^—-m^fz.^s^-^7^\. fcWim iz «#^e l t 

^i^(D 5 4 %5&i e> 8 3 % t'^^dwjse) en. miaw • rBiM^^fe^jig^aiSj^ 

ST> ?&^S^ill'fk;^#iTfe^^b'&ti (i-i) <£k^(Di[:^mx^fom 

feCDiibT^StlTViS. IICD IS^^b'&i^TabS'ftl'a-i^ (I-l) JdJl^il^ 

mr^. -rrs-tD-^^mm • Fm^K^^J'^t-^^^fi^ms^cD 1 1 b-cD2 + x' 
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umi\:.^m(Di\i-^m (ii-d humit^m<Di^^m (11-2) ji, <t^^(D 
fis^ia^t- §t>©tbT^e>nTVi§o umit'^mx^^i\^^m (ii-d 
10 -j(Di^m^bm^'r^x\zm^^ntz.(D\zMPix. msi"^ • mnm^ommM 

15 iip'fb'&i^T^^^fc'&i^ (II- 2) ^■^m(D^m\t. imYb-STtiT^^^b-er 

(II- 1) tlwiiiT, n^^mm-^i^uyr-z:^\tM:^(DmmzhmMVx 

mm.<D^mh nmih'^mx$>^it^m (ii-i) tiwiitj^t^s^^:^^® 
&.±<Dmmz'D\^^x\t. I ^{k'&tiTfe^^b^i^ (I - 1 ) T^^n^^b-B- 

CDMS(Ct*^M;&^:^j:7&^o/fco ^tlX. CD 8 7, -rJ'J:^-^, u P AR (receptor 
of urokinase plasminogen activator) Jc-::3ViT©S3l^©jgVi;i>t^;^e>ti. ^ 
25 "^i^m^on^i^Mm-^^nyT—i^X^tCDl 1 b-CD2-^CD8 7 -X$> 
0, MJIB^^ • FBlM^^(D:^lfe{SiiM-Ti57D:7T->^THCD 1 lb-CD 2 +C 
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D 8 7 +(D'^m^it)^m^&n^o 

(II- 1) ^1 om'Pm^&'v^Tf^vrc.mmm^ tvx. umit^m-v^^ 
it^m (II- 2) ^man-^iiv imit^m-v$>^i\:^m (i-d ^lom 

M> • mmmmt 9 Fy^" 7 miztkm-^'^^-^nrco t<\zu mit-^m-v:^ 
^it^m (II- 2) ^ma^^ti^imit-^m-^^^ih^^ (i-d <£io 

<mmm2-2> 

mmm2-i. tmmizn-=>rzo mmmmwizmm-r^BMnmrno 

MUS^mm-^—tl—^t. EDI, CDllb (ED 8). CD 5 :fecfctJCCD 2 ^ffl 

viifelo ^i4iiajiam, CD 1 1 b^'i4iiffliam> :fecktxfij^^^*. mmm2-i. 
tmmiz^^'fsi'Drco cd5+«, ^ni^im$>rz^ 2 omi^±^m^ 

\Z^^m(Dm±tmm^ (parietal cell) (Dm^^^m.t-r^<Dx. 5 0m<D 
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mmmtvx. ih^m i - 3 c i m^h^m) (omn^-^m, it^m 11- 1 ( i 

fmmm^mfsi:^miz^iocD iih (ed.s), cd 2, ci> 5 (Dm^mmi^ 
^bmv. ^nmz^if^n^i^mm'^^uyT—z^tvxcDi ib + cD 

D 1 1 io-cD2 + cD5+'^^uyT-z^^mmv. ^ti^tiifi^cDmmmf)^ 

^(D^m^m 2-2 ^tC^f o 

z^tim^hrj:^x\^^^mm\^em^ 2m. mmm • mmmmzn^i&mmcD 
1 1 h - CD 2 + CD 5 ^ uy 6m^ 1 m^^iytc^^. ^n^n 
<Dmmzmi^^tircn±^mm^^uy7-i^-ii)^thizmii:htji^—m.vrciit^ 
^^mvriiW}mtMmm\z\t.^tEvm^o nmmiz^n^mmcommu. 
i^<D2 s%^^^5 2%\zm^-^mib^n. mmm'mmmm%5. 5 7&>e>9. 

mzMT^miRmum^mun^i&mmcDi 1 b-cD2 + cD5+-y'^p 
y7--jifi. Am^^m\zmmm'mwm^\zm^tn.Ki. --i^. ^m.m-n\z 

^^{SitStfCD 1 1 b + CD2+-7i7n:7T-v''fo4^aJ4'3M^-@&<h7^oT 

m-Amtb^n. ^m^m^x\it4mt%izfkmmm^nr:io nm^^ 
m<Dit%m II- 1 ^^m-x\t.. ^nwmm<Dn^^mm cDiib + cD2 + 
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nmmz^i^i^mmzit^xm^ <D^^ hti-omm^m. (gradient) 7f)^$>^rci 
8?). ^m^mm-^m-0t-^n^f)K i mit^m(Di[:^m i - 3 mnmiz^m'w • 
mnrnm^zn^i^mmcD iib-cD2 + cD5 +'^^uyr-i^^mm''r 

§ n <h^^i^bTVi^o ^Mi^^m^^mun^r^ih^m ii- 1 o:®'^. 

i^^zsmm'^ ' mmm^<D^miz\tmt)^m^^t-fymm\^rco 
:k^^x. I mit^<^(Dih-^m i-3lii mit^moit^m ii- 1 ^mm i^ra 

I m^t-^mo^iii^m i - s ^mo^-^^v n m^t^moit-^m ii- 1 ^ i o 
mzPf^ioti^n^i^mmcD 1 1 b-cD 2 + cd 5 +'^^uyT—i?<D—m: 

mt^m. mm"^ • r^Mmmt5m^4miz^mtimib^nrco :iz.x\ 
$ns©ji. mmmm<Dmm\tnmmtmmmm\zm^f3:^^^tx^^o ^(o 
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<mmms> 

mmmmiz^n^m^m^^fsif^mmmn^^mmmmomm^^^^'r^}:. 

Breitbout AS ^(D:^^ (Ann Plast Surg 1999, 43: 632) gPgSc^bT, ^ 

±^mwm(DMmmmiz:^n^mw. • n±^m9Ji^^m^vrco -rutDt,. x- 
-y'^vmmTizxn^^m^v. 2x2 cm:i^(D^m^mtEm^tt%\zmc 

m^lBB. 4BS. 12Ba. 15BS. 21BS, ^bT28 

(i-i) t II m^-^m (n-o ffi^ ^±^mm^m(DM\mmm-^<D±m 

M$^b. ^g^2 8 BTO#bfco 
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msmz^M^^To imi\:^m (i-d Mmm^^^num^t^m ( 
ii-i) ^^hmm BMf)^^ 1 2BB^-v(Dmmmm(D^m9J}^-fy^M.^nrco 

it-^m (II-l) tl. ^*«Sait-Jt'><Tl 2 B@lcWlC7^j:iiJ^?&3t©i!gii^m*«m 
en:/bo 1) ti:. tmic ( l Ea&feJ? 2^<D^|^j|!lx^@^i&tiii[ 

IcH (p>0. 0 5) 5%T^lfTd'AS#i^icMt-^W^II ( 

P>0. 0 1) ^m-fo 

fl3^ 





n'> 


wm$mm (cm^) 


1 B » 


4 0" 


7B» 


12 B 


15 B« 


21 0 » 


28 B " 




10 


3.29 


2. 37 


1.77 


0. 79 


0.58 


0.53 


0.32 


it^m (i-i) 


8 


3.38 


2. 10 


1.45* 


0.56* 


0.51 


0.40 


0.18* 


^b^i^ (ii-i) 


8 


3.33 


2.31 


1.62 


0.52** 


0.55 


0.44 


0.29 



^4^ 









mm2 1 B 


m^2 8B 




5/1 0 


5/1 0 


it^m (i-i) 


0/8 


0/8 


it^m (ii-i) 


0/8 


1/8 



^(Dm^^y). I mit^m (i-i) m^mm^^<tbrcMi^. m^o) 
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mmmn 
5 mm 

(1) ih^m (i-i) 1 og 

(2) %m 9 0 g 

(3) h^'tu:nzymm 2 9 g 

(4) X7^TU>MVi5f:t^->^7A Ig 
10 1 3 0 g 



(1). (2) :^^zS2 4g<o^^ (3) <£7Kt*te:?gfpbT^mt:b, 
nolii&tcs g©^:^' (3) (4) Srlio;lT?gfnb, Jg-^i^SffiSI^^ 

aTBEHb. ^^Jl^^O^K^ (1) ^1 Omg^Wf ^lt#7mm(^^Jl 

0 0 om^mm-t^o 

15 Ci35^J^J2] 

It^ti (I-l) (Di-^iDr)\z. it-^m (1-3), it^m (ll-l)> it-^i^ 

(II- 2), ^t^m (iii-i). it^m (III- 2) ^m^^xmmiimm\zmm 
20 it^m ii-i) 1 0 s(Di^iD^\z. it^^n-i) 5 s^^rsi^c^m (ii- 

2) 5g, t^Tcmt^^ (1-3) 5 g^j;U^'fb'&i^ (II- 1) Sg^fflViT 

25 (1) Ib-g-^l (I - 1) 5 Omg 

(2) %m 1 4mg 
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(3) h^'EUUz^mB 



2 9mg 



(4) b Hn:^>'ynt!;v-fe;i/n-x 



6mg 



(5) 7,y^T^J>m^if^i^^A 



1 mg 



lOOmg 



±^0)0,^ (1). (2)v (3). (4) ^mmvtz'^. "^mzm-DTmrnt-t 

'fb'&tJ (i-i) (D{\^ri\-^ it^!^ (i-3)> ^h-^m (ii-i). it^m 

(II- 2). it^m (iii-i). it^m (III- 2) ^m\^^xm$^tmm\ztj':^ 
it^ma-i) 1 0 s(DiXfDr)\,z. it^mci - d s s^^mt^m ai- 

1) 5g. ^Tcmt^m (1-3) 5g:feJ;mb'&tl (II- 1) 5 g^fflV^T 

(1) it^m (1-3) 1 g 

(2) (II- 1) 9 g 

(3) a^7-feu> ji«(^ioog) 
±^(Dm^ (1). (2). (3) ^mm\^. mMMtt^o 

mmms: 

(1) 7.i^Uy> 5. 0S«%. (2) S-fe^izU^ 2. oaM%. (3) 
$^ypr> 0. 5mm%. (4) y;i/tfiS'>-kX4^:ri/X— h 0. 8fi»%. 
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(5) :1^U:tJ^^>^X^l/>:^W;l/X-5^;i/ (2 OEO) 1. 28*%, (6) 

/'%^:t^zy^B^m^^)l 0. im»%^ (7) :/nt!l/>^^U3-;v 5. 

omm%> (8) nm7K ^mn)^ i o o tfsi^m. o) ;^3;i/7}^4^->tfx;i/#u 
-T-i. oms%7K^?s 20. om«%, (i o) 7m{t;:^7U':7A o. im 

5 (1 1) x^y-;i/ 5. ofi»%, (1 2) 0. 2aa%. (13) 

t:T;Un>M^hU':7A 0, 3fi»%. (1 4) -fb-a-^J (I -4 a) ®:^hU 

(1) ~ (5) (Dm^i^s^'&M^vi 5'c\zMmvxmm'^. m—itt^. 
10 (6) ~ (8) (DTK^^^^^g-a. mmvx7 5x:\ztmv. mm^^^ 

0) ^jp^TpH^iiM-r^o ?^sn^4ot:icT (11) ~ (14) ^mu. 
mmm 9 ] 

15 it^m ( I - 4 a) 1 0 g <Di^t> 0 \z. it^m ( I - 3 ) 5 e^^mh^i^ 
(II-l) 5g, *fctt{b-er4^ (I -4 a) 5g^J^ZSi\:-^m (II- 1 1 a) 
5g> SSVi^^b-^i^ (I -4 a) 3 g:feJ:mt;'&#l (II- 1) 7 g. ^ffiV^ 

Ci$^J^?!Il 0] 
20 'ftlJffiTK 

(iza;^) 

(1) Xi5^y— 10. oa«%, (2) 1, 3-:/5^i/>^jfU3-;v 5. 

oaa%, (3) {b'&ii^ (II- 11 a) cD-^bU'^Aii 0. ia«%^ (4) 
^mmi^mm 0. ia«%. (5)^=5^ 0. i««%, (6) iWisiTK 8 4. 
25 7 Mm% 
mm) 
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(1) - (5) ^mk (6) fcSjpL/T*^-{c:S'&, mmr^o 

mmmiu 

(1) ^yu^ 6. om«%. (2) -feiS^y-;!/ 5. os«%, (3) jitc 
^yu> 8. oaM%. (4) 7.^j7y^>' 2 7. 5aa%> (5) ^^u-ku 
;niii»^xxx;u 4. oas%> (6) ^?ftM^u-ku;i/^:yx5=-TU>'Mx 

7.5^;!/ 2. Ofi«%^ (7) i}^^)^^-^JL=^V> (2 0EO) y;i/tf;$^>^: 

y ^':7U>mxx7^;i' 5. ofi«%. (8) >^Dtfi/>^un-;v 5. om 
m%. (9) A'^:r^->^m#m;^^;w o. is«%. (i o) mmtk s e. 

71tfi%, (1 1) ^b^tl (I -4 a) ®<:^^U'^'Am 0. 5fi»%, (12) 

?Lm 0. 2a»% 

(1) ~ (7) (ommi^^^m^, mmvxi ^x:\z-mm'r^o —zij. (8) 
- (10) (Dim^^^u-^^ mmvxT ^x:\ztimt^o .hiBTKffi 

?^^^4 0'ClCT (11). (12) ^^iP. U^T^o 

(m^) 

(1) XxTU>m 2. Omm%, (2) Xi7r7^> 5. Om*%> (3) 

5ux5^>m:ti^^;n^^'>-'w 5. oa«%, (4)-ki$'y— i.omM%. 
(5) ^:^ji^'U-ku;v^/^yA°;^$9^>mx7.-7^;v 9. ofia%> (6) i, 
3-:/^lx>i/Un-;i/ 6. oaa%. (7) 7m'fb;^jU':7A o. ia*%, 

(8)A7:t^>^^m#my5^;i/ 0. iaa%, (9)3it^7jc .53.3a»%. 

(10) m'fk;^^> 9. Ofi«%. (11) 7. 4aft%s (12) 
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^>:^y 0. 5m&%. (13) nmit^ i. (i4) mm^m 

0. im»%. (15)#i^ 0. 1««%>(16) Ik-g-tl (I I-l 1 a) 
0-:hhU':7A:fe 0. 1 5aa:%. ( 1 7) 2 -b Hn^->@^^ 0.15m*%. 

mm) 

(1) ~ (5) (Dmrnms^^M'^i^. i s-ctctpi^bTi^-t-r^o (6) 

~ (9) (Oimim'^U'^X^. 7 5°Ct;:M. ^i?LTi%-.hb. CtltC (1 

0) ~ (14) jcTi^-icr9'm$-&^. ii<z)7X3|=a 

O-CiCT (1 5) ~ (1 7) ^»P, U-^t^o 

ilMCD 1 1 b-CD2+Ti7D:7T~>??^£CDM#^^^$-&§'fk;'&#l^;^^ 

■*aiM«S2^Tm^$n;^#^2 002-26688 4cfeJ:tJf4#^2 0 0 
3-159975 Sr«?l<hbT*5 0. ^Of^^frtl^i^^tc-T^T'^'g-^n-S 



wo 2004/024185 



70 



:T/JP2003/011600 



wo 2004/024185 




:T/JP2003/011600 



m ^ 0) m m 

3. Hfe-CSjlMCD 1 1 b + CD 2+T^a:7T— >^^M^t-iiSn$i±§'fk^^ 
^t, (R) -i-^>'i57i/>-2— r;wx^;i' (R) -2- (4-:7;V:tD>' 
-5-:t=^V5^h^t:Ho:7^>-2-:^3;i/5j^^v'^— 2->' 

- 5 Vt^ h ^ t F D :7 ^ >- 2 -:^j;i/3}?>m^>>^;i'XX-T';v. 

/tv'h^v'^A (Bacitracin A). /t-r:^-^-r ~>> (Viomycin), 6, 

5_^|.:f|.,>_6-^h:^>^-l. 2, 3, 4-7=-b^l:lHni-rV^>'U>. 

p_5_^c^y5:.|.^t:^'p:7^>'-2-:^;i/3)^ > i^;i'X7. 

i_ (2 -:e-4^v/\^^;Vi57;i/M) ^>>^;i/X7.7^;V55^e)^^$n§^:^< t 

4. fc:h^^{SiiMCD 1 1 b-CD 2 +-7^^ p:7 T->^®M#^{£ji-r-&'ft;'& 
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5. n^^MMCDl 1 b-CD 2+*x'tJ7P:7T~i^c^M#^iSiit*^'fb'&W^> 
(R) -i-^y^uy-2-^)VJL'^)V (S) -2- i4-y)l:tuyx./ 

8. H^-CSJiMCDl lb + CD2+^i7a>'T*-5^^<fct^S^<SJiMCDl 1 

h-cD2'-^i7uyT-i^(Dmm^^m-r^it^mti\ 2- (4-^uuyx, 

;k 2- (4-^;v:ro:7xx;v) :t^i^-5-:t^y-2— r-h^tHn:? 
^>:^7;V3j^>^x^;i/xx^;i/^ 2- (2. 4-->^:7;i/:tnya:x;v) x;V5}n 

2-:7xy^>'-5-:r^v-2-7"h^t HP:77>;^;w4^>m ^>Xt: 

HU;WX7.t-;K 2- (4-:7;i/:*-D:7rcx;i/) ^:t-5--^.^V-2-y^h 
^}:L\^uy^>:tiJU^>m^ 2 - (4-^ h4^>':7aix;l/) 5 -:^^v- 
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5 -^a^^j -2-T-V'7\^\^uy^yt!)VTf- ym^^rs 2 - ( 4 - y)V^ 
uyx.^)y) 7.;i/3l^::i;i'-5-:t^y-2-T-h^t Ho:7^>:^;i/3l^>M ^ 

9. s^-CiiiMCDi 1 b+CD 2+'7t^o:7r— >^®^^^iiinf ^-fb-ai^^ 

10 10. ^^^-ISjiMCDl 1 b + CD2+'7i7P>'T-i^^M&l-iiin$-ar^<b;'& 

#i3?>^, (R) -i-^:7i$^i/>- 2 — r;wx^;i/ (r) -2- (4-:7;i/::rD 

^'x/^i^) -5-'t^V'Th^\i\^X2y^y-2-tl}Vi^^y'7—\-. 2- 

:7 ;i/:tD - 5-^4^yT-h^tFn:7^>-2 -t!)V^yW.^y-y}Vx.7s'r)V. 

Av'h^->>A (Bacitracin A). (Viomycin), 6, 7->^>^ 

z-^Y^y-Q-^h^y-^> 2, 3, 4— xh'^bFn'rv^^^y u >> 
1- iA-y)V^uyj:.:z.)V'^-^) - 2 -^^;VT^y >^DAy 2-^'d 
p_5_;^i^y^|.^t:Hoy^>-2-:<7;i/3i^ y >^;i/X7. J; 

1 1. H^'CSiiMCD 1 1 b-CD 2+vi7ny T'->'co^^^iSjlt"-g>'ft;'&«^ 
25 12. :S^'()SjiMCD 1 1 h-C'D2^'^i7Uy7—-J(D^M^^M't^it^m 

(R) -\—ry^vy-2—(}V:jL=^)v (s) -2- (4-y;u:^ny 
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> - 5 - V - 2 - 5^ h ^ t F p :7 ^ >;t7 > 5^;!/xx 5^;k 

1 -ij7np- 3 -:t+y- 1, 3 -i^t HD< v^>i/>'^>- 1 -:fy)V^> 

10 

14. n^ijsii^cDi ih^cr>2^^^uyT'-z^^^zsn&iS:mmcDi 
ib-cD2+'7^D>^ T-i^omm^^m-r^^h'^m^^m-r^ z.t^(^m.t 

15 15. n^^mmcDi ih-^c-Dz^-^^uyr—z^^^zm^iSMmcDi 

in - ^:t-5-:^^y-2-5=-h^tiHn:7^>':*> ;u Ji? > >^;i/xx 

2- (4-:7;P:to:7ai— :^4^>'- 5 -:^-=^^y- 2 --5='h^fc: Hn 

y^>:fy)i^>m:r^JVx.7.^M 2- (2, 4 -i?y;v^n:7xx;i/) 
20 3}n - 5 - y - 2 - 5^ h t: 1^^ D :7 ^ >:^> ;i/7j^ > >?;i/xx 

2 -y'xy^>/-5-:t^ry-2 -T-h^b Hp:77>;^;1/jI?>M ^>Xt: 
]^V)VX.7.^JV. 2- (4-:7;1/:^p:7xX;1/) ^r:*-- 5-:t^y- 2 

Hpy^>;^J;^4^>m^ 2- (4-^h^zyyx.-)i') 5-:t=^y- 
2-9^h^\l\^uy^>:^)V7^^>m.. 2- (2, 4->^y;i/::rp:7xx;i/) ^ 

25 :t-5-::r^^y-2-xh^t:HP:7-^>;i;;i/3j?>M^J;r;?2- (4->^;i/:t 

d:7xx;1/) 7.;i'Jhx;i/-5-pe-^^y-2— 5=-h^t Hn:7^>;^;pj|^>m ^ 
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^nm^m cd2-cd4+tu ^/^^^^stcMbx^^^b-a-i^i^^^f (Sitf^ 

18. (a) \ihy^msfsimm^mm^^n (h) u^^i^^^ -^^^zmmiz^o 

(c) t:hABMjfil^t*fe«/'^J;a? (d) RPUl 1 6 40mM^^tS^t: 

19. (a) \^hmmi^mmnmm^^n (b) -^-^h-^-iz^ymm^h^mM 

mmtmm.. '^^\zmm\z^y) (c) t:hABMifiim*fc«/*3j;z^ (d) r 
PM 1 16 4 o^m^^tsz.t^^mtT^wmcDmm'^ • r^mjii^, 
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2 0. (a) t h7Km¥^^m*5J:r)^^ (b) h^^ i^y^m^^ih^msSl 

^mmmm. -^^izwimiz^y) (c) \^hABmstm^rMy:iQ^zf^ (d) r 

(R) -l-'ry^Uy-2-^)VJL^)V (R) -2- (4-y)V:tU 

yx-y^zy) - 5 -^r^y^h^b Kn:7^>- 2 2- 

;\'->h^e/>A (Bacitracin A), A'f (Viomycin). 6, 7->?p< 

5-:/h^'>-6-^h^->- 1, 2, 3, 4— xb^t KD-rv^y 

1- i4-y)V:ttiy:c:=-)V^^) - 2-^5^;i/T5y >^0/17>> 2-i57n 
D - 5 - V 5=- h ^ b K P :7 9 > - 2 - > 5^;vxx ^;v*5 tJ^ 

1 ©<h:'&i^Tfe-5^^©«5fflii2 2mizmm.<D^m:^^o 
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2 4. :S^'|]£5i^CD 1 l b-CD 2 d:7 T->^®^^^^itTS{b'&«^ 
2 5. S^-OSiiMCDl 1 b-CD 2+'7^^n:7T->^<^^^S:<Sil'r§'ft:'&^ 

_i-:^:7:S^i/>-2-'r;i/x5^;i/ (s) -2- (4- >';v::t-n>' 
- 5-:t-^rV7=-h^t Fn:7^>- 2-;*7;W2j^^>'^— 2-^ 
^ _ 5 _ :^dj^ V _ 2 - 7^ h ^ t: H n ^ >';^7 > >^;i'xx -x;!/. 

2 6. |f^0[)»SHB2 2^iC|Bm©^^t. it^(DiBfflm2 4:®lctB«(Dmm 
2 7 . H^-ISiiMCD 1 1 b + CD 2+*T^P y'T— v^^^tJ^^^^ii^CD 1 

^^tp, #5^11. ^rc\t^m^^<D^^:^^o 

2 8. S^-CSjIMCD 1 1 h"- CD 2*-^^ uy y—i^^XZSn^i^MmCD 1 

1 b-CD2+'7i?D77-i^(^M^^^3fit-^'ft;-&W> 2- u-^uuy 

xx;i/) 5=^:4— 5 -:^=^-V- 2 -5=" h^t b'n >'^>;^J;^3)^>^^>>^^^X7v 
^;i,2- (4-:7;i/:tn>'xX;i/) 5 -:^^y- 2 -7=- t 

^>^;i/7}^>mx5^;vx7«7";K 2- (2, 4->^-7;i/:tp:7xx;i/) 
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HU;wxx5^;k 2- (4-:7;v:^p:7 3i-;1/) 5=-:t-5-:^=^y-2--T'b 
^bHn:7^>:j57;U3i?>m. 2- h^->:7xx;i/) 5-:t=^^v- 
2-7=■h^t Hn7^>*;i/#>m> 2- (2, 4-s?:7;v:^p:7xn;i/) ^ 
^_ 5_^4.y_2-5^h^t:HP:7^>:^;;P3}^>m*J:^'2- (4-:7;i/:t 
d:7xx;v) 5-:t^v-2-^h^bHa:7^>:^;i/2i^>M ^ 

^zsy^r^\^^m'r^mm^mm-t^rci^(D. n^^mmcDi ib+cD2+ 

3 2. f^^-csii^CD 1 1 b+CD 2+v^D:7T->^^^&t-*iin^i^S'ft;'& 
(R) 2 ;i/X5^;i/ (R) -2- (4-:7;i/:tn 

:7xy^e^) -5-:t^v^h^t HD:7^>-2-:^;i'^l^+i/9— 2- 

A>^h^v'>A (Bacitracin A)^ /t<5i-7-r (Viomycin). 6, 7 -z^^ 
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5-:/h^->-6-^ 1. 2, 3. 4— T-h^t Hn^V^^y U>. 

1- (4-yjV:tuyx.:=.)V^:t) -2-^5^;VT^y:/nAy 

D - 5 -:t^y 5=- h ^ t H n :7 ^ >- 2 -;^7;i/3j?>M^>$^;i/x:;?.T';V:fe J;t; 

3 4. ^fblti^^mitt-^feJexD. :^^{E5i^CD 1 1 b-CD2+-7i^ni:7r- 

15 3 5. n^^siiMCDi 1 h-cD 2*'^^uyT—:^(Dmm^iSM'r^^[:^!^ 

(R)'_i_^:7-$rv/>_2 — r;px^;i/ (S) -2- (4 -:7 u:7 
xy^^v') -5-:e-^y-xh^t:HD:7^>-2-:^7;i/7j^^>^^— 2-^ 

1 -i^nD-3-:r^v - 1, 3-i?t Hn-ry^>\/:7^>-i ->!j;i/3j^> 
20 M^>-:^;i'XX5^;!/*5ci;tJ^i - (2 -rt^y^a^;^^^^;!/^) X5^;i/xx5^;i/ 

25 ®i5it-§^je)©> ^^^SjIMCD 1 1 b + CD2+T:j7pr7T— >^^«J:tJ^S^<S 
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3 7. itmn^mm-r^rcibcD. n^i^mmcDi lh■^cD2*^^viyr'- 
3 8. fl^{SiiMCDl 1 CD 2^-^^ uy 7-z^^^Zf^n^im.mCD 1 

1 b-CD2+Vi^n:7T->^c>^#^^3iT§ib'&W> 2- (4-^uxny 
^:t-5-:t^V-2-'rhy}i\^^y^>tl}V:^ >'>';WXX 
(III-K 2- (4-:7;W:tn:7a::^;i/) :t^->- 5 -rt^^V- 2 -5^ 

fcHn:7^>:j5j;V3i^>Mx5^;i/X7.5=-;i' (111-2) . 2- (2. A--Jy)V-tu 

v?;VxX'T-;i/> 2-:7xy^>'- 5 —^^V-2-v-V'y\iYxny'y>ti)V^ 
>M ^>Xt: FU;VX7>^;K 2- (4-:7;1/:^d:7xx;V) ^:t-5-:^^ 
V-2-^h'^kHP>'^>;^;W3j^>m, 2- (4-^ b:^5>:7xx;i/) 

s-'t^v-2-'rV'7\i\^uy'7>ij)V-^ym. 2- (2, 4->?:7;p:rn 
:7xx;v) 5^::^- 5 -:t^y- 2 -7^ h^h Hny ^>:^j;i/3i^>M:feJ;t;?2 - 
(4 - y )Vtuy 7.)VTt^::^)V- 5-:^-=^^V-2-^h^t:Hn7^> 
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